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BACKGROUND OF THE INVENTION

1. Field of the Invention

The present invention relates to 2-guanidinylimidazo-
lidinedione compounds, methods of making and purifying
2-guanidinylimidazolidinedione compounds, and methods
of using the 2-guanidinylimidazolidinedione compounds to
prevent, treat, or inhibit malaria in a subject.

2. Description of the Related Art

The current global situation with respect to malaria indi-
cates that about two billion people are exposed to the disease
and of these 400 million people are already infected. See
Trigg, P. 1., and A. V. Kondrachine (1998) The Current
Global Malaria Situation, Chapter 2, p. 11-22, in Mararia
Parasite Brorogy, Patnocenesis aNp ProtecTion. Ed. 1. W.
Sherman, ASM Press, Washington, D.C. Each year between
100 to 200 million new cases of infection are reported and
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approximately 1 to 2 million people die due to malaria. The
situation is rapidly worsening mainly due to non-availability
of effective drugs and development of drug resistance of a
large number of non-immune people in areas where malaria
is frequently transmitted. See White, N.J. (1998) Br. Med.
Bull. 54:703-715.

WR182393 is a mixture of cyclic dicarboxamide deriva-
tives of chlorproguanil (1), the latter of which is highly
active against primary exoerythrocytic forms of
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Plasmodium falciparum and P. vivax. See Covell, G. et al.
(1949) British Medical Journal 1:88-91; and Curd, F. S. H.
et al. (1945) Annals of Tropical Medicine and Parasitology
39:208-216. The compound was synthesized first by Werbel
et al. in 1972 and later by Starks Associates Co. by reacting
chloroguanil (1) with diethyl oxalate (2)
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according to the following Scheme 1:
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